Effects of FK-506 on the course of murine salmonellosis.
Bacterial infections are a major threat to immunocompromised patients. Therefore, the effect of immunosuppression with cyclosporin A and FK-506 on the course of murine salmonellosis was tested. Treatment of mice with both substances reduced the amount of circulating CD4+ T-cells and CD8+ T-cells in uninfected and infected mice. The substances effectively suppressed the proliferation of spleen cells of treated mice upon activation with concanavalin A (ConA) and upon activation by mouse peritoneal macrophages infected with live salmonellae, but left the response to lipopolysaccharide (LPS) unaltered. In particular, treatment of mice with nontoxic doses led to an increase in Salmonella typhimurium counts in the organs of primarily infected mice from day 14 onward, but not in the early phase of infection. In mice treated during secondary infection with S. typhimurium the bacterial counts in the organs were increased from day 3 of infection onward. We conclude that both substances aggravate murine salmonellosis, most likely by inhibition of T-cell function. Patients receiving FK-506 might also be, therefore, at risk of salmonella infection.